INTRODUCTION
Postaxial polydactyly (PAP) is defined as an extra digit or a part of digit on the ulnar or fibular side of hand or foot. A small projection of tissue or scar mark just below the proximal interphalangeal crease can also be the only clinical finding. Prevalence of PAP is 1-2/1000 live births with some difference in ethnic groups (1, 2) . PAP is more common (75%) than preaxial polydactyly (25%). About 8% of cases with bilateral PAP in upper and lower limbs are frequently associated with multiple congenital anomalies. Distribution of PAP is shown in Figure 1 (3) . PAP is clinically classified into type A with fully developed extra digit and type B with incompletely developed digit (4) . Type B PAP is commonly associated with isolated familial PAP (5) .
Many congenital malformations associated to PAP are reported in literature (6) (7) (8) (9) (10) (11) (12) . There are no reported guidelines or protocols to investigate these malformation syndromes.
Limb growth is controlled by a set of genes. The limb buds grow in three directions. The axis of growth is proximal to distal, dorsal to ventral, and anterior to posterior (first to fifth digit). Although Abbreviations: AD, autosomal dominant; AR, autosomal recessive; BMP, bone morphogenetic protein; DHCR7, 7-dehydrocholesterol reductase; FGFR2, fibroblast growth factor receptor 2; GDF5, growth/differentiation factor 5; GLI3, GLI-Kruppel family member 3; GLIR and GLI3A, GLI-Kruppel family member 3 activators and GLI-Kruppel family member 3 repressors; LMBR1, limb region 1, mouse, homolog of; MOI, mode of inheritance; OFD 1, orofaciodigital syndrome I; PAP, post axial polydactyly; PTCH 1, patched, Drosophila, homolog of, 1; Shh, sonic hedgehog; SMO, smoothened, Drosophila, homolog of; TGFBR1, 2, transforming growth factor, beta type 1,2 receptor; WNT7A, wingless-type MMTV integration site family, member 7A; XD, X-linked dominant; XR, X-linked recessive. a set of genes for limb growth are interacted to each other but the genes more specifically related to anterior to posterior axis shown in Figure 2 (13) (14) (15) (16) (17) (18) (19) (20) (21) (22) (23) (24) (25) (26) (27) are strongly related to molecular basis of PAP. Shh-Gli pathway is the well known pathway related to anterior to posterior growth pattern. Single gene disorders associated with PAP may be directly or indirectly related to Shh-Gli pathway. Classification of all reported single gene disorders associated with PAP on the basis of molecular association may help in making a common approach for investigation and genetic counseling of PAP.
MATERIALS AND METHODS
By using Mesh term "postaxial AND polydactyly" in searching PubMed and OMIM, we got total 667 entries. We included genetically well known syndromes with PAP and classified on the basis of common pathways and molecular association. We did not include single case reports and cases without molecular study. We also did not describe all phenotypic series of particular syndrome if genes are functionally related as Meckel, Bardet-Biedl syndrome (BBS), etc. As for clinical and molecular references for syndromes with PAP, we used NCBI resources like OMIM number, Gene ID, and relevant references related to gene function. We tried to define interactions between these genes for understanding the molecular mechanism how to PAP as related phenotype with particular gene.
RESULTS
Total of 36 genetically well known syndromes and entries were identified in which 16 (44%) related to ciliopathies group (Table 1) and 20 (56%) were unrelated groups and we classified them as nonciliopathies group ( Table 2) . Most of the genes related to formation www.frontiersin.org and development of embryo. Shh-Gli3 signaling pathway was the commonest pathway involved with PAP. PAP is more frequently associated with ciliopathy.
DISCUSSION
Postaxial polydactyly is one of the most common congenital malformations and a key feature for dysmorphic syndromes. Genetic syndromes related to cilia dysfunction are called ciliopathies, and the majority of this group is associated with PAP. Most of ciliopathies related genes work together as common unit and any defect in one component leads to dysfunction of overall cilia function, either directly or indirectly. This is the cause for overlapping clinical phenotypes of different ciliopathies. We were not discussing the complex genetics of human ciliopathies but focusing more on the molecular mechanism for PAP association with ciliopathies.
Genes associated with anterior to posterior patterning may be responsible for molecular etiology of PAP (Figure 2 ). Cilia should be involved with the genes associated with anterior to posterior patterning of the limb. The Shh-Gli3-activated Ptch transcription pathway is the most important pathway related to control anterior to posterior patterning and associated with PAP. Shh, Ptch 1, Smo, and Gli3 are the main genes in Shh-Gli3 pathway. Bone morphogenic protein (BMP) and retinoic acid are also needed for anterior to posterior patterning but their association with PAP is not reported in the literature.
Sonic hedgehog mutations are usually not reported with PAP in humans because most of these mutations are heterozygous. Haploinsufficiency of Shh gene does not affect the long range process of patterning (72) . Ptch 1 and Smo are the other intermediate genes in this pathway and both of them have an inhibitory function in Shh-Gli3 pathway. Mutations in these genes were not reported with PAP. Homozygous mutations in Ptch 1 and Smo are lethal during embryonic development and haploinsufficiency do not affect long range process of patterning (73, 74) .
Gli3 gene is the most important gene in this pathway and mutations in this gene are reported with PAP. Gli3R is a repressor form without Shh signaling. Smo activated Gli3R to an activated Gli3A form after Shh-Ptch interaction due to loss of inhibitory effect of Ptch on Smo (Figure 3) . Gli3 works as a dual function transcription factor. These two forms of Gli3R and Gli3A and their proportion of Gli3R/Gli3A forms directly are related to digit types and number (75, 76) . Complete regulatory mechanism of the Gli3R/Gli3A ratio is still unclear. There is no exact genotype and phenotype correlation with Gli3 mutations due to complex interaction to other genes and bifunctional transcriptional switch (77, 78) . Sonic hedgehog pathway needs cilia for signaling (79, 80) (Figure 3) . So, Shh-Gli3 signaling pathway is affected with most of the ciliopathies with PAP association and that may be due to altered Gli3R/Gli3A ratio. Cell lacking cilia or alteration of intraflagellar transport (IFT) cause changes in Gli3 processing and unable them to proceed Shh signaling (81, 82) . Those single gene disorders associated with PAP directly or indirectly alter Gli3 signaling causing them to have some rational pleiotropy for PAP association.
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Besides PAP, there were few cases reported overlapping in their clinical features with Gli3 and ciliopathies (83) . For example, acrocallosal syndrome has some overlapping features with GCPS (Greig cephalopolysyndactyly syndrome). This may be due to KIF7 gene, which has negative or positive regulator mechanism in Shh pathway and needs molecular testing to confirm the diagnosis (84) . PAP may be the only external malformation appreciated at birth, while other features may develop later in many ciliopathies. So, we made an investigation approach chart (Figure 4) during the first visit of any patient with PAP to the genetic clinic. Any patient with non-familial symmetrical PAP, even without congenital malformations, should be thoroughly investigated to rule out associated complications of ciliopathies (85) ( Table 3 ). The recurrence risk for all ciliopathies is 25% per each pregnancy except OFD 1, which inherited as an X liked dominant trait.
Single gene disorders other than ciliopathies associated with PAP were classified as non-ciliopathies. In this group, functionally related genes to Shh-Gli3 pathways are Gli3, LMBR1, and DHCR7. GDF5 and TGFBR1, 2 genes are belonging to TGF-β signaling pathways. While WNT7A and FGFR2 genes are belonging to Wnt and FGF signaling pathways. Although WNT7A and FGFR2 genes interact with Shh pathway during limb development, but the exact molecular mechanism for PAP is still unclear. Most of other genes in this group belongs to gene families, which were not yet included in a specific pathway.
We also tried to find out the type of pleiotropy for PAP association. Pleiotropy is defined as multiple distinct phenotypic variants caused by a single gene. Most of these genes with PAP association www.frontiersin.org -ciliopathies (genes not related to cilia biogenesis, structure, and functions) (69) (70) (71) are related to embryonic patterning and development. Rational and mosaic are the two most common types of pleiotropy. Genes, which have a molecular mechanism for explaining particular trait, are called rational pleiotropy whereas those not having it are called mosaic pleiotropy (86) . In our study, we found out rational pleiotropy for PAP association only with syndromes is related to Shh-Gli3 pathway. Other syndromes may be having mosaic pleiotropy for PAP association.
Frontiers in Pediatrics | Genetic Disorders Recurrence risk for familial autosomal dominant (AD) PAP is up to 50% per each pregnancy with variable expressivity. Nonfamilial case should be kept in follow up (Figure 4) . Cytogenetic studies should be done for multiple congenital anomalies associated with PAP without specific dysmorphology. Chromosomes abnormalities in 2, 3, 4, 7, 13, 14, and 18 were reported with PAP (87) (88) (89) (90) (91) (92) (93) (94) (95) (96) (97) . Single gene testing is not acceptable to most of ciliopathies disorders because of genetic heterogeneity, oligogenic inheritance, and age dependent penetrance. So, initially most of the cases are classified upon the clinical basis but further more investigations are necessary for proper diagnosis and genetic counseling.
CONCLUSION
Genes related to anterior to posterior patterning are responsible for PAP. Dysregulation or mutations of the Gli3 gene was associated with PAP. Genes related to cilia are most commonly related to PAP www.frontiersin.org due to their indirect relationship to Shh-Gli3 signaling pathway. Initially, PAP may be the only clinical findings with ciliopathies so these cases need continuous follow up.
